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DETAILED ACTION 
Formal Matters 

The amendment filed 22 December 2008 is acl<nowledged. Claim 12 is 
amended. Claim 13 is cancelled. Claims 12 and 14-29 are under examination. 

Rejections Withdrawn 

Claim Rejections - 35 USC § 112, second paragraph 

The rejection of claims 12-29 under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention as set forth at p. 2 of the Office action mailed 3 
October 2008 is withdrawn in response to Applicants' amendment of independent claim 
12 to include the active step of the claimed method and in response to Applicants' 
cancellation of claim 13. 

Claim Rejections - 35 USC §112, first paragraph 

The rejection of claims 1 2-29 under 35 U.S.C. 1 1 2, first paragraph, as failing to 
comply with the enablement requirement is withdrawn in response to Applicants' 
arguments regarding their working examples (specifically, p. 5, last paragraph, that the 
treated population was also utilized as the control population in that the variation of the 
percentage of total aneupolidy, diploidy and total disomy for each of the treated 
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populations was nneasured at the different stages of the treatment regime, i.e. 45 days 
before the treatment; the day of treatment; and 90 days after the beginning of the 
treatment. The rejection of claim 13 is withdrawn in response to Applicants' cancellation 
of claim 13. 

Claim Rejections - 35 USC § 102 
The rejection of claims 13 under 35 U.S.C. 102(b) as being anticipated by 
Foresta et al. (Fertil Steril. 2002, 77: 238-244— of record) is withdrawn in response to 
Applicants' cancellation of claim 13. 

The rejection of claims 13 under 35 U.S.C. 102(b) as being anticipated by Acosta 
et al. (Fertil Steril. 1991 ; 55: 1 150-6) is withdrawn in response to Applicants' 
cancellation of claim 13. 

Ma/nfa/ned Rejections 
Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 

States. 

The rejection of claims 12, 14-27 and 29 under 35 U.S.C. 102(b) as being 
anticipated by Foresta et al. (Fertil Steril. 2002, 77: 238-244 — of record) is maintained 
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for reasons of record and the following. Applicants amended independent claim 12 to 
include the active method step "wherein the effective amount is sufficient to reduce or 
treat the rate of gamete numerical chromosomal alteration in the male," and the claims 
can no longer be reasonably interpreted as administration of FSH to males for any 
reason. Nevertheless, the limitations of the amended claims are still inherent in the 
teachings of Foresta et al. as evidenced by Mclnnes et al. (Hum Reprod. 1998; 13: 
2787-90). Mclnnes et al. provides evidence that oligozoospermic males have a higher 
incidence of "gamete numerical chromosomal alterations," discussed in greater detail 
below. 

As stated at p. 8, 2"^ paragraph of the Office action mailed 3 October 2008, 
Foresta et al. teach the successful treatment of oligozoospermic males with normal 
basal FSH levels with recombinant FSH or rFSH (see p. 244, left column, last 
paragraph) at a dose of 100 lU on alternate days (see p. 243, right column, 2"'' 
paragraph), thus meeting the claim limitations of claims 12-27 and 29, because in the 
context of this rejection, the phrase "at or about 150 lU/dose" is given its broadest 
reasonable interpretation, and 100 ID is "at or about 150 lU/dose." Foresta et al. is 
silent with respect to the patients having "gamete numerical chromosomal alterations," 
however, Mclnnes et al. provide evidence that "there is increased frequency of sex 
chromosomal aneuploidy in spermatozoa of infertile men (particularly with 
oligozoospermia or OAT patients— see for example, p. 2789, right column, last 
paragraph). In addition, Mclnnes et al. provide evidence that there is increased diploidy 
in the OAT patients (see p. 2789, left column, last paragraph). In other words 
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oligozoospermic males have a higher rate of sex chromosomal aneuploidy and diploidy 
in spermatozoa, which is to say a higher rate of "gamete numerical chromosomal 
alterations." Since Foresta et al. teach the treatment of oligozoospermic males with 
rFSH, and Mclnnes et al. provide evidence that oligozoospermic males have an 
increased frequency of chromosomal aneuploidy and diploidy in their spermatozoa, it is 
evident that the amended claims are inherent in the teachings of Foresta et al. because 
Foresta et al. are administering the same compound to the same patient population, 
and furthermore, are doing so successfully, hence they meet the new limitation of claim 
1 2, namely that the effective amount of FSH is sufficient to treat the rate of gamete 
numerical chromosomal alteration in the male. Arguments are further addressed below. 

The rejection of claims 12, 14-17, 19-27 and 29 under 35 U.S.C. 102(b) as being 
anticipated by Acosta et al. (Fertil Steril. 1991; 55: 1150-6 — of record) is maintained for 
reasons of record and the following. Applicants amended independent claim 12 to 
include the active method step "wherein the effective amount is sufficient to reduce or 
treat the rate of gamete numerical chromosomal alteration in the male," and the claims 
can no longer be reasonably interpreted as administration of FSH to males for any 
reason. Nevertheless, the limitations of the amended claims are still inherent in the 
teachings of Acosta et al., as evidenced by Mclnnes et al. (Hum Reprod. 1998; 13: 
2787-90). Mclnnes et al. provides evidence that oligozoospermic males have a higher 
incidence of "gamete numerical chromosomal alterations," discussed in greater detail 
below. 
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As stated in the Office action mailed 3 October 2008, Acosta et al. teach 
treatment of infertile males with pure FSH at a dose of 150 ID three times a week for 3 
months with the result that six healthy, full-term pregnancies were achieved (see 
abstract; p. 1151, right column, last full paragraph; p. 1154, right column, penultimate 
paragraph; p. 1 155, right column, 4'^ paragraph). In addition, Acosta et al. teach that 
basal sperm concentration values in men with normal FSH levels was higher than those 
with elevated FSH levels, and that men with elevated FSH levels had only a sperm 
concentration at an average of 6 x 10^, which is evidence of oligozoospermia, or low 
sperm count (see p. 1 154, left column, 2"^ paragraph). Furthermore, Acosta et al. meet 
the exact limitations of the dose of FSH (between 75-300 lU/dose or 150 lU/dose) and 
frequency of administration (i.e., three times a week or every other day). Note that in 
this rejection, "at or about 150 lU/dose" is interpreted more narrowly. 

Acosta et al. are silent with respect to the patients having "gamete numerical 
chromosomal alterations." Mclnnes et al. provide evidence that "there Is Increased 
frequency of sex chromosomal aneuploidy in spermatozoa of infertile men (particularly 
with oligozoospermia or OAT patients— see for example, p. 2789, right column, last 
paragraph). In addition, Mclnnes et al. provide evidence that there Is Increased diploidy 
In the OAT patients (see p. 2789, left column, last paragraph). In other words 
ollgozoospermic males have a higher rate of sex chromosomal aneuploidy and diploidy 
in spermatozoa, which is to say a higher rate of "gamete numerical chromosomal 
alterations." Since Acosta et al. teach the treatment of ollgozoospermic males with 
FSH, and Mclnnes et al. provide evidence that ollgozoospermic males have an 
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increased frequency of chromosomal aneuploidy and diploidy in tlieir spermatozoa, it is 
evident that Accosta et al. are administering the same compound to the same patient 
population, and furthermore, are doing so successfully, hence they meet the new 
limitation of claim 12, namely that the effective amount of FSH is sufficient to treat the 
rate of gamete numerical chromosomal alteration in the male. Arguments are further 
addressed below. 



Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the phor art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 



The rejection of claim 28 is under 35 U.S.C. 103(a) as being unpatentable over 
Acosta et al. (cited above— of record) and as applied to claims 12-17, 19-27 and 29 



Application/Control Number: 10/565,763 Page 8 

Art Unit: 1649 

above and further in view of Bouloux et al. (Human Reprod. 2001 , 16: 1592-1597) is 
maintained for reasons of record and the following. 

The first issue that must be examined when considering obviousness is to 
determine the scope and contents of the prior art. The discussion in the preceding 
rejection of how Acosta et al. meet the limitations of the claims and how the new 
limitations are inherent by Acosta et al. as evidenced by Mclnnes et al. is applicable 
here and is hereby incorporated. The second issue is to ascertain the differences 
between the prior art and the claims at issue. Acosta et al. do not teach the 
administration of CTP-FSH, which is a variant of FSH. Bouloux et al. teach that CTP- 
FSH is safe and effective because it could lead to more convenient dosing regimens 
(i.e., the longer half life decreases the need for frequent injections — see p. 1592, right 
column, and p. 1596, right column, last paragraph). Given this teaching, it would be 
obvious to one of ordinary skill in the prior art (the POSITA) to substitute CTP-FSH for 
FSH because the level of skill in the art concerning knowledge of FSH variants and 
determining dosing regimens for variants is high, and given the evidence presented in 
Bouloux et al. that the FSH-CTP was well tolerated, the POSITA could expect to 
substitute one FSH variant for another with a reasonable expectation of success. 
Arguments are further addressed below. 

Response to Arguments 

At p. 6, last full paragraph Applicants argue that both Foresta et al. and Acosta et 
al. are silent with respect to patients having chromosomal abnormalities such as sperm 
diploidy, disomy and aneuploidy, thus do not anticipate the claimed invention. 
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This argument has been considered and in response to Applicants' amendment 

of their independent claim to recite the active method step and thus require the 

reduction or treatment of the male having gamete numerical chromosomal alterations, 

the Examiner has provided evidence that both Foresta et al. and Acosta et al. (In the 

form of Mclnnes et al.) were treating the same patient population with the same agent. 

Mclnnes et al. Is extrinsic evidence that shows that the new limitation in the claims 

requiring treatment of "gamete numerical chromosomal alterations" was inherent to both 

the teachings of Foresta et al. and Acosta et al. because Mclnnes et al. makes clear 

that the missing descriptive matter, namely, a discussion of "gamete numerical 

chromosomal alterations" was necessarily present in both Foresta et al. and Acosta et 

al. As stated above, Mclnnes et al. provide evidence that "there is increased frequency 

of chromosomal aneuploidy in spermatozoa of infertile men (particularly with 

oligozoospermia or OAT patients — see for example, p. 2789, right column, last 

paragraph) and that there is increased diploidy in the OAT patients (see p. 2789, left 

column, last paragraph). In other words oligozoospermic males have a higher rate of 

chromosomal aneuploidy and diploidy in spermatozoa, which is to say a higher rate of 

"gamete numerical chromosomal alterations." 

At p. 7, 3''^ paragraph, Applicants argue that the Bouloux et al. reference does 
not cure the defect of the Acosta et al. reference (i.e. Acosta et al. are silent with 
respect to patients having chromosomal abnormalities such as sperm diploidy, disomy 
and aneuploidy). 

This argument has been considered and in response to Applicants' amendment 
of their independent claim to recite the active method step and thus require the 
reduction or treatment of the male having gamete numerical chromosomal alterations. 
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the Examiner lias provided evidence tliat botli Foresta et al. and Acosta et al. (In the 
form of Mclnnes et al.) were treating the same patient population with the same agent. 
Mclnnes et al. is extrinsic evidence that shows that the new limitation in the claims 
requiring treatment of "gamete numerical chromosomal alterations" was inherent to both 
the teachings of Foresta et al. and Acosta et al. because Mclnnes et al. makes clear 
that the missing descriptive matter, namely, a discussion of "gamete numerical 
chromosomal alterations" was necessarily present in both Foresta et al. and Acosta et 
al. As stated above, Mclnnes et al. provide evidence that "there is increased frequency 
of chromosomal aneuploidy in spermatozoa of infertile men (particularly with 
oligozoospermia or OAT patients— see for example, p. 2789, right column, last 
paragraph) and that there is increased diploidy in the OAT patients (see p. 2789, left 
column, last paragraph). In other words oligozoospermic males have a higher rate of 
chromosomal aneuploidy and diploidy in spermatozoa, which is to say a higher rate of 
"gamete numerical chromosomal alterations." Furthermore, the teachings of Mclnnes et 
al. make it clear that it would be so recognized by persons of ordinary skill in the art that 
oligozoospermic men have higher rates of sperm aneuploidy and diploidy. 

At p. 7, 3''^ paragraph, Applicants argue that "at page 4, the Office Action [mailed 
3 October 2008] indicates that the art teaches that elevated FSH levels in males is 
correlated with high levels of sperm chromosomal abnormalities, and thus 'does not 
suggest to one of skill in the art that treatment of these disorders can be achieved by 
administering more of the very substance to patients that they have too much of.'" 

This argument has been fully considered, but is no longer relevant since the 

rejection under 35 U.S.C. 112, first paragraph was withdrawn. 
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Conclusion 

No claim is allowed. 

Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 
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Any inquiry concerning tliis communication or earlier communications from the 
examiner should be directed to Christina Borgeest whose telephone number is 
(571)272-4482. The examiner can normally be reached on 9:00am - 3:00pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jeffrey Stucker can be reached on 571-272-091 1 . The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



Christina Borgeest 



/Jeffrey Stucker/ 

Supervisory Patent Examiner, Art Unit 1649 



